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Sir: 

I, Sang-Kyou Lee, declare and say as follows: 

(1) I am a co-inventor of U.S. Application No. 10/534,433("the present 
application). At present, I am Professor of Biotechnology at Yonsei University, Korea. 
I hold a Ph.D, degree in Immunology, awarded by Yale University, U.S.A. Following 
this degree, I worked in Harvard Medical School Division of Immunology, as detailed 
in my attached Resume. As shown in my Resume, I am presently CTO in 
ForHumanTech Co. Ltd. Based on these facts, I consider myself, and believe my 
colleagues consider me, to be a person of skill in the art of Immunology, including in 
particular DNA/RNA transduction technology, such as that of the present application. 



(2) The present application includes claims drawn to a method for delivering a 
biological regulator into eukaryotic cytoplasm or nucleus, comprising steps: i) Prepari 
ng peptide transducing recombinant expression vector which comprises a DNA enco 
ding protein transduction domain(PTD), a DNA encoding one or more homologous o 
r heterologous binding protein having DNA or RNA binding factor or DNA or RNA bin 
ding domain, and expression regulatory sequence operatively bound to the vector; ii) 
Obtaining a fusion protein by expression of the vector of step i) in a host cell; iii) Pre 
paring a recombinant expression vector which comprises a DNA encoding a biologic 
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al regulator, a DNA or RNA binding sequence specifically binding to the DNA or RNA 
binding factor or the DNA or RNA binding domain, and expression regulatory seque 
nee bound operatively to the vector; iv) Obtaining a binding complex by combining th 
e fusion protein from step ii) with the recombinant expression vector from step iii); an 
d v) Delivering the binding complex of step iv) into cytoplasm. 



(3) It is my understanding that the claims of the present application have been 
rejected as obvious over Ye et al. in view of Zuckerman. I have carefully reviewed all 
of the references cited by the Examiner in rejecting the claims of the present 
application and the Examiner's rationale in support of the alleged obviousness. 



(4) As a person of skill in the art, with all due respect, I cannot agree that 
the presently claimed invention as a whole would have been obvious to any person 
of ordinary skill in the art over the contended combinations of references according 
to the Examiner 



(5) In order to support my statements in paragraph (4) above, we have condu 
cted a series of experiments, reported in the following paragraphs, which clearly sho 
w a significant effect on delivering a biological regulator such as DNA into a cell. Atta 
ched to this Declaration as Exhibit A is the results of FACS analysis to demonstrate t 
he different results obtained by a process in accordance with the present invention a 
s compared to the prior art. 



(6) Referring to Exhibit A, there are shown the result of FACS analysis. Lipofe 
ctamine is widely used for delivery of naked DNA. However, lipofectamine can not 
deliver the naked DNA into suspended cells such as T cells. In contrast, delivery us 
ing the method described in claims can deliver naked DNA regardless of cell type. 
pGFP(green fluorescence protein)- 

GBS(gal4 binding sequence), lipofectamine (Invitrogen) and Mph1- 
Gal4 were prepared, and primary T(CD3+) cells were extracted from rat spleen tiss 
ue. The complexes of lipofectamine-pGFP-GBS and Mph1-Gal4-pGFP- 
GBS(the present invention) were added to a 35mm Petri dish in which primary T eel 
Is (2 x 10 5 ) were incubated. After adding the complexes, the samples were incubate 
d for 24hrs and the green fluorescence which was expressed by delivered pGFP w 
as detected by FACS analysis. 
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(7) As shown by the foregoing and illustrated in the attached Exhibit A, the res 
ults demonstrate a clear and unexpected distinction between the prior art and the 
present invention. It is respectfully submitted that this evidence clearly shows that 
the combination described in the claims of the present patent application would no 
t have been obvious when viewed against the prior art generally, and particularly w 
hen viewed against the prior art cited by the Examiner in the Office Action mailed f 
rom the U.S. Patent Office on 25 August 2009 and in the previous Office Action. 



I, Sang-Kyou Lee, hereby declare that all statements made herein of my own 
knowledge are true and that all statements made on information and belief are 
believed to be true; and further that these statements were made with knowledge 
that willful false statements and the like are punishable by fine or imprisonment, or 
both, under Section 1001 of Title 18 of the United States Code, and that such willful 
false statements may jeopardize the validity of the application or any patent issued 
therefrom. 



Respectfully submitted, 



Date 
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